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Introduction
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Let’'s describe
clinical data review ...
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Data review : change over time
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»Hardcopy outputs (TLFs + PP) L NG
»Spreadsheets (sort, filter, summaries, graphs)

(dynamic data review tools)



Dynamic data review process 1,2

Goal = safety review (AES)

L
’— h\

¥ & k AEs by
\ Targeted SOC/Pref [SLUO,
7 Teview .~ term AEs + Medical condition

/-——

/7 »
’

/
e

Medical
history

Laboratory
data

Vitals signs



Dynamic data review process 2,2

Get a quick overview of data Easy access to individual data

Set of data to
review

Targeted subset for subject
level review




Dynamic review tools facilities 1,2

Drill-down to individual level data (in point & click environment)

) Reason for study completion
BR[O E B ey | RI[I|E

Demography

&
Reason for study completion
A B | CcC | D0 | E | F
R ' 1
eason for completion ) ) ) _ )
2 Patient Site Sex Year of birth Weight Height

11 |BE HDUMMY1 ; )
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Dynamic review tools facilities 2,2

Automatically linked data (dynamic update of displays)

Demography
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Dynamic tools displays 1/s

Datasets
Displays source accessible by click

Common displays

»Summarized outputs (tables, graphs)
» Detalled outputs (listings, profiles, reports)



Dynamic tools displays

Scatter (item™ vs itemY) Plot
Study: STEST All patients
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Dynamic tools displays 3,5

2D BarChart Frequency Distribution
Study: STEST Filter: AE Prefered Term present ANWND AE Super Class present

Adverse event: preferred term
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Dynamic tools displays a/s
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Patient # M1 B Intensity
Sex: female

Race: white

Girth date: 12MAY 1545

Age (years) at randomization: 81
Hypertenzion?: yez

Informed Consent Date: 010CT2007

Female reproductive status: peatmenepauzal
Pregnancy test date:

Pregnancy test resutt:

Mizzing)
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AEs by Intensity
PT:GASTRITIS,Y NA

Adverse Event Treatments
OMEPRAZOLE
PT:ENDOSCOPY
PT:M FLUIDS

Study completion
Clinical planned event: ST_COWP
Date of last dose: 10MAR200%
Did patient complete trial medication 7: no
Reazen for prematurs withdrawgg did not cooperate
Study day of lazt dess. 5

Day

1920222 HNENTBAEN




Dynamic review tools

Special advantages

»Easy Subgroup/individual selection
gain in speed

»Several displays in the same view
comparison & review enhanced

» Outputs version control
traceability



Controlling Data Access

Yesterday




Regulatory guidance

Blinding or masking is intended to Ilimit the
occurrence of conscious and unconscious bias in the
conduct and interpretation of a clinical trial...

(ICH E9)

FDA guidance for the Establishment and Operation
of Clinical Trial Data Monitoring Committees states

"Even aggregate data on safety and efficacy may be
informative; these data ...are best limited to those
who cannot otherwise carry out their trial
management responsibilities.”



Unintentional unblinding i/s

» Examples of data that can unblind

» Aggregate data of survival time in oncology

» Laboratory data on a by-patient basis



Unintentional unblinding 2,3

Table 2.11 1 Cvarall Sureival
T population

_LH_L‘ Known standard care

SURWNAL ESTIMATE

I l I I l I I l
10.0 12.0 14.0 16.0 18.0 20.0 22.0 24.0

TIWE {Meonths)




Unintentional unblinding 2,3

Table 2.11 1 Cvarall Sureival
T population

Known standard care

SURWNAL ESTIMATE

Aggregate study data

I l I
10.0 12.0 14.0 16.0 18.0 20.0 22.0

TIWE {Meonths)




Unintentional unblinding s/s

» Listing of laboratory parameters (Lipids)

4

> Centre Patient Visit Cholesterol LDL HDL

( [mg/d1] [mg/d1] [mg/d1]
AP SR BR e e e e o e e e e e e e
> 3028 2807

> 1 148 58 L
> 2 218 154 H 52 L
> 3 224 172 H 56 L
> 4 211 153 H 46 L
> 5 201 134 49 L
> 6 193 137 48 L
> 7 217 150 H 56 L
> 8 164 H 57 L
>

> 3005 5018

> 1 219 H 34 L
> 2 248 H 176 H 48 L
> 3 221 148 42 L

> 4 229 148 44 L
> 5 203 103 38 L
> 6 209 122 44 L
> 7 112 45 L
>



Who needs access to what ?

» Who
» Clinical
» Data Management
» Statistics
» DMC/DSMB

» To which data

» For what purpose ? (ongoing safety review, annual
safety updates, monitoring, cleaning)

> How
» Access control
» Documentation/specifications



Conclusion

unintentional
unblinding

inadequate
hardcopy

accelerate
review







